The utility of MODY Probability Calculator in probands of families with early-onset autosomal dominant diabetes from Poland.
Maturity-Onset Diabetes of the Young (MODY) accounts for 1-2% of all diabetes cases. Unfortunately, ca. 90% of MODY cases are misdiagnosed as type 1 or type 2 diabetes. A proper genetic diagnosis based on automatic sequencing is crucial for the use of a tailored treatment. However, this method is still expensive and, thus, patients selection for testing should be performed precisely. In 2012, an easy-to-use tool was developed in Exeter, UK, to support genetic testing for MODY in the British population. The aim of the study was to assess the utility of MODY Probability Calculator in probands from Polish families with early-onset autosomal dominant diabetes. We have performed a retrospective analysis of 155 probands who were qualified for genetic testing between 2006 and 2018. Probands were recruited for MODY testing based on the following criteria: a) early age of diagnosis (≤35 years); b) a positive, multigenerational family history of diabetes. Automatic sequencing, Sanger and, in case of initial negative results, New Generation Sequencing (NGS) of a set of 28 genes, were performed. MODY Probability was calculated on the website: www.diabetesgenes.org. The group of probands consisted of 64 GCK-, 37 HNF1A- and 3 HNF4A-MODY patients and 51 NGS-negative subjects. The median positive predictive value (PPV) was 75.5% (75.5- 75.5), 49.4% (24.4-75.5), 45.5% (21.0-75.5) and 49.4% (32.9-75.5)for GCK-, HNF1A-, HNF4A-MODY and NGS-negative, respectively. The discriminative accuracy, as expressed by AUC, of PPV between MODY and NGS negative groups was 0.62 (95% CI: 0.52-0.71) with the corresponding sensitivity of 71.2% and specificity of 51.0%. In this highly pre-selected group of probands that were qualified for genetic testing based on clinical features, the use of MODY Probability Calculator would not substantially improve the patients selection process for genetic testing. Further efforts to improve this tool are desirable.